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VAR G1-H/X/N02/NH2/2.1/24 >■ , 

VAR G2=CH2/28 

VAR G3-AK/OH/31 

VAR G4-H/AK 

REP G5=(0-20) A 

VAR G6=34/36/39/41 
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Water-soluble derivatives of lipophilic drugs for use 
as standards for immunoassays of lipophilic drugs, and 
preparation thereof 

Li, Min; Wu, Robert S.; Tsai, Jane S. C. 
Roche Diagnostics GMBH, Germany; F. Hoffmann-La Roche 
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MAR PAT 139:143888 

AB A water-soluble reference standard is useful for immunoassays of a lipophilic 
drugs . 

The reference standard is a compound G(L)nY [G = lipophilic drug; L = linker 
(hetero) alkyl group containing 1-20 C; n = 0, 1; Y = water-solubilizing group, 
e.g. -S03-, NRS03-, P (=0) (OH) (O- ) , OP (=0) (OH) (O- ) ; R - H, Cl-10 alkyl]. 
Methods of preparing compds . of the invention are included. 
IT 569660-00-OP 

RL: ANT (Analyte) ; ARU (Analytical role, unclassified); PRP (Properties); 
SPN (Synthetic preparation); ANST (Analytical study); PREP (Preparation) 
(lipophilic drug water-soluble derivative preparation for immunoassay 
standard) 

RN 569660-00-0 HCAPLUS 

CN Sulfamic acid, [2- [ 7-chloro-5- (2-f luorophenyl ) -2 , 3-dihydro-2-oxo-lH-l , 4- 
benzodiazepin-l-yl] ethyl]- (9CI) (CA INDEX NAME) 
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GI For diagram ( s ) , see printed CA Issue. 

AB Title compds. were prepared as sedatives. Thus, to a solution of 10 g 

7-chloro-5- (2-f luorophenyl ) -1, 3-dihydro-2H-l, 4-benzodiazepin-2-one-HCl in 
25 ml DMF was added a solution of 0.0415 mole NaOMe in 10.6 ml MeOH, and the 
mixture stirred 30 min at 20° , treated with 8.7 g 2-bromoethanol, and 
heated 2 hr at 80° to give 7-chloro-5- (2-f lurophenyl ) -1- { 2- 
hydroxyethyl) -1, 3-dihydro-2H-l, 4-benzodiazepin-2-one (I); HC1 salt m. 
194-6° (decomposition) (MeOH-Et20) . Alternatively, 1 g 

7-chloro-5- (2-f luorophenyl) -3H-1, 4-benzodiazepin-2 (1H) -one in 15 ml DMF 

was treated with a solution of 0.9 ml 4.69N NaOMe, the mixture stirred 30 min, 

a solution of 0.45 g ethylene oxide in 5 ml DMF added, and the mixture stirred 

2 hr at 20° and 1 hr at 60° to give I. A solution of 4 g I in 

4 0 ml anhydrous pyridine was treated with 8.2 g 3 , 4 , 5-trimethoxybenzoyl 

chloride to give I 3 , 4 , 5-trimethoxybenzoate, m. 161-3° (MeOH, 

CH2C12, hexane) . Other examples were given. 

IT 26308-25-8P 26508-58-7P 

RL: SPN (Synthe\t:i'c;tpreparation) ; PREP (Preparation) 

(preparation' of) 
RN 26308-25-8 HCAPLUS 

CN 2H-1, 4-Benzodiazepin-2-one, 7-chloro-5- ( o-f luorophenyl ) -1, 3-dihydro-l- (2- 
hydroxyethyl) -, hydrogen sulfate (ester), compd. with triethylamine (1:1) 
(8CI) (CA INDEX NAME) 
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VAR Gl=H/X/N02/NH2/21/24 

VAR G2-CH2/28 ■ 

VAR G3-AK/OH/31 

VAR G4=H/AK 

REP G5= (0-20) A 

VAR G6=34/36/39/41 

NODE ATTRIBUTES: 

DEFAULT ML EVE L IS ATOM 

GGCAT IS UNS AT 13 

DEFAULT ECLEVEL IS LIMITED. 

GRAPH ATTRIBUTES: 

RING ( S ) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 47 

STEREO ATTRIBUTES: NONE 
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VAR Gl=H/X/N02/NH2/21/24 

VAR G2=CH2/28. 

VAR G3=AK/OH/31 

VAR G4-H/AK 

VAR G6=34/36/39/41 

NODE ATTRIBUTES: 

DEFAULT ML EVE L IS ATOM 

GGCAT IS UNS AT 13 

DEFAULT ECLEVEL IS LIMITED 
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GRAPH ATTRIBUTES : , ftf 
RING(S) ARE I SOLATED\ Bft'* 1 EMBEDDED 
NUMBER OF NODES IS 47 

STEREO ATTRIBUTES: NONE 
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MARPAT COPYRIGHT 2004 ACS on STN 
118:101995 MARPAT 

Preparation of 1- or 3-substituted chlonazepam 
derivatives as haptens and antigens for immunoassay of 
chlonazepam 

Kanehiro, Masahiko; Akita, Tatsuo; Yajima, Ryuichi; 

^^^^^^^^^^^^^^^^^^^^^^^^^^ 

tj Kumagai, Yasuyuki; Nakaya, Miho 
,f D^inabot Co . , Ltd . , Japan 
' 7 ' Jpn. Kokai Tokkyo Koho, 18 pp. 
CODEN: JKXXAF 
Patent 
Japanese 
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PATENT NO. 



KIND DATE 



APPLICATION NO 



DATE 





P 04202186 
PRIORITY APPLN-' INFO . : 
GI 



A2 



19920722 



JP 1990-330156 
JP 1990-330156 



19901130 
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0 2 N 




AB 



The title compds . [I; one of 




R2 = H, the other 
o atom and a linear o 




linkage group containing a he 
containing 

<10 heteroatoms in which" >2 or" the hetero atoms are not 
directly bonded to each other; CO, C: NH, NH, NMe, N:N 

(un 



_R^-X1-1IU 
ranched chain 



fo 



halo, acyloxy, N-succinyTTmidoxy, N-phthalimidoxy, alkoxy, 
stituted PhO, N-imidazolyl, 1-benzotriazolyloxy, polyamino acid or 
its derivative, or other antigen carrier, labeled compound] are prepared as 
antigens for enzyme immunoassay, RIA, and fluorescence immunoassay of 
chlonazepam in the treatment plan using chlonazepam as an anticonvulsant. 
Preferred compds. are I (Q = bovine serum albumin, fluorescent substance, 
fluorescein, enzv^^,J^^adioactive material) . Thus, 108 mg chlonazepam was 
stirred with U^ppecM^n MeOH-DMF at room temperature, thereto 276 uX 
BrCH2C02CMe3 waV added, and the mixture was stirred overnight at room 
temperature 

to give 88% I (Rl = CH2C02CMe3, R2 = H) which was treated with 50% CF3C02H 
in CH2C12 to give 90% (Rl = CH2C02H, R2 = H) . This (37.4 mg) was 



CH2; 




Searched by Paul Schulwitz 571-272-2527 



Page 3 



Ceperley 10/057, 762 



11/05/2004 



esterified with N-hydroxysuccinimide in the presence of DCC in DMF-dioxane 
to give an active ester solution which was reacted with aqueous solution of 
110 mg 

bovine serum albumin adjusted" to pH 8.5 with 0 . IN NaOH while maintaining " 
the same pH to give, after dialysis and freeze dry, antigen I (Rl = 
CH2C02Q, Q = bovine serum albumin, R2 = H) . Inoculation of mice with this 
antigen produced anti-chlonazepam monoclonal antibody which showed 
cross-reactivity 100, <0.1, and 20% to chlonazepam, metabolites 
7-aminochlonazepam, and 3-hydroxychlonazepam, resp. 
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MPL: claim 1 
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110:91693 MARPAT 

Benzodiazepines assay, tracers, immunogens and 
antibodies 

Wang, Nai Yij Keegan, Candace Linda; Heiman, Daniel 
Fuelner; Flentge, Charles Arthur; Wang, Philip Pei 
Abbott Laboratories, USA 
Eur . Pat . " Appl .' , 2 5 pp. 
CODEN: EPXXDW 
Patent 
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PATENT NO. 
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19871014 
19871021 

19871023 

19871023 
19910107 

19861024 
19871021 



Rl 0 




I 



AB Benzodiazepine derivs . I [X = CH, N, C-halogen; Rl = H, Me, RZQ; R2 = H, 
OH; R3 = O or nonbonding electron pair; R4 = RZQ when Rl = H, Me or R4 = 
halogen, N02, NH2 , NHCOMe when Rl = RZQ; (j Vj^ linking group containing 0-20 C 
and heteroatoms lju arranged in a straight or branched chain and 

containing <2 irj^np^ £and <4 heteroatoms and <2 S or N or 1 
0 may be linkecT in sequence; (z) = CO, CNH, NH, NMe, N2, S02j_ CH2 ; (Q) = H, 
r QEL r — halogen, acyloxy, N-succinimidyloxy, N-phthalimidyloxy, alkoxy, 
(substituted) phenoxy, N-imidazolyl , 1-benzotriazolyloxy, poly (amino acid) 
(derivative) , immunogenic carrier, or amino, amido, anidino, (thio) urea, 
(thio) carbamate, triazinylamino, or ( carboxyamino ) -sulf onamido derivative of 
fluorescein] are prepared as precursors, immunogens, or tracers for a 
fluorescence-polarization immunoassay for determining the presence or amount of 
benzodiazepines and their metabolites in a sample. An immunogen was 
prepared by coupling l-carboxymethyl-7-chloro-l , 3-dihydro-5-phenyl-2H-l , 4- 
benzodiazepin-2-one with bovine serum albumin via dicyclohexylcarbodiimide 
and N-hydroxysuccinimide". '"' ' 
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MPL: claim 1 
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VAR Gl=H/X/N02/NH2/21/24 : 
VAR G2=CH2/28 w^lM^ 
VAR G3=AK/OH/31 . H'/:* T ' 
VAR G4=H/AK 
REP G5= (0-20) A 
VAR G6=34/36/39/41 
NODE ATTRIBUTES: 
DEFAULT ML EVE L IS ATOM 
GGCAT IS UNS AT 13 
DEFAULT ECLEVEL IS LIMITED 
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NUMBER OF NODES IS 47 
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